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Introduction
Evidence-based practice demands that we acknowledge the contributing factor of stress to the breakdown of the body. Chronic stress often stems from ongoing and unaddressed psychosocial issues in our patients' lives that factor into and complicate the etiology of ill-health, signs and symptoms of illness, and the development of disease states. For example, excess cortisol levels seen during a stress response may elevate blood pressure, or aggravate glucose regulation in a diabetic patient, or partially suppress the immune system. Elevated catecholamines may exacerbate cardiac arrhythmias and coronary artery disease. Stress can also interfere with medication management for patients, whose habits and coping responses to stress may include a higher vulnerability to forgetfulness, competing demands for attention, more limited capacity for adherence, a disturbed sleep pattern, smoking, alcohol and/or drug use/abuse, lack of exercise, poor nutrition, and obesity. Stress can occur when an individual's perceived challenges exceed his or her adaptive capacity. Chronic stress has been shown to either lead to or exacerbate depression, cardiovascular disease, HIV/AIDS progression, and cancer initiation, growth, and metastasis of some tumors. (1) Emerging evidence also A compelling body of research estimates that approximately 70% of the common presenting complaints in outpatient primary care are either directly caused or indirectly complicated by psychosocial stressors. (3) Even more prevalent are patients with sub-threshold psychosocial problems that are often unrecognized and untreated. Nearly 90% of these patients present with medically unexplained symptoms. For 67% of these patients, the unexplained symptoms are the only manifestation of their psychosocial problem. The physical symptoms lead primary care providers to seek and treat medical conditions that are not the true source of these patients' complaints. (4) In addition, although a review of non-adherence is beyond the scope of this article, there is a growing awareness of the connection between non-adherence to medical treatment and the complicating contribution of psychosocial and behavioral factors. appreciation (to counter the feelings of stress) can have on heart rate coherence and the resulting entrainment on reductions in cortisol production and blood pressure with corresponding increases in DHEA, the "anti-aging hormone," and Immunoglobulin A. (8) . University of California San Francisco's Elizabeth Blackburn, 2009 Nobel Prize winner for her research on telomeres and the enzyme telomerase, has demonstrated that psychological stress can reduce telomerase activity (TA), resulting in shortened telomere length (TL), an effect similar to that seen in aging. (9) . More recent work indicates that high telomerase activity in combination with shorter leukocyte telomere length has an association with chronic stress in men, and is associated with reduced social support, lower optimism, early life adversity, and higher hostility. (10) In her 2013 top selling book, Mind Over Medicine, Lissa Rankin, M.D., presents peer-reviewed medical literature over the past 50 years attesting to the mind-body interplay, and the body's innate ability to self-repair. (11) Dr. Rankin follows in the footsteps of a long line of physician pioneers and medical researchers who, while lauding the advances of medicine, especially in acute care, also point out the powerful "medicine" we all innately have by addressing our thoughts, feelings, beliefs and the stories we tell ourselves.
The Shift into Holistic Care
Over the past twenty years, parallel research in the emerging field of positive psychology has identified critical factors that help us live better; i.e., physical wellness research has moved into understanding the factors underlying emotional and behavioral thriving. Major academic research and medical centers now have focused initiatives exploring positive wellbeing and holistic care. 
Implications for Pharmacist Patient Care
An expanded scope of practice for pharmacy brings with it the opportunity to broaden the framework for patient care and acknowledge the implications for an enhanced role in addressing the myriad manifestations of stress. Pharmacists bring a wealth of expertise and professional skills to medicine-related health care delivery and clinical practice. However, they can also make significant contributions in fostering greater awareness regarding stress-linked illhealth, and encourage an array of stress reducing health behaviors and techniques. The Institute of Medicine (IOM) undertook a year-long study to develop better ways to improve patient care, specifically for cancer patients who often experience high levels of stress and distress. (20) The study resulted in a landmark report calling for "whole patient" care that addresses psychosocial health needs, not as an embellishment, but as part of routine care. The recommendation, developed from a compelling evidence base, is further evidence that integrating psychologic and pharmacologic interventions improves the patient experience and potentially has a powerful effect on the course of treatment. (21) Incorporating assessment of emotional well-being is a key part of shifting the focus to the whole person, rather than the disease. This has led to a growing awareness that we need to assess the "sixth vital sign" of emotional distress as a core indicator of a patient's health and wellbeing. The implication is that monitoring of emotional distress should be undertaken as routinely as monitoring of the other vital signs. It is altogether reasonable to conclude that compassionate, patient centered care requires a fundamental shift, with patient needs at the center of healthcare delivery, and psychosociallinked distress considered as integral to that model.
Given the emerging evidence it appears worthwhile to reexamine foundational aspects of medication therapy management (MTM), and consider the exhortation attributed to Hippocrates.
"It is more important to know what sort of person has a disease than to know what sort of disease a person has."
Within a more humanistic framework that embraces the narratives, hopes, aspirations and fears of our patients and acknowledges the critical role that psychosocial stressors play in illness and disease, MTM has the potential to go beyond pills and potions. Not all disease is amenable to medication. But the healing properties of human interaction, while sometimes difficult to quantify through the microscope of scientific methods, are nonetheless powerful and persistently evident in the human experience. As the evidence grows for the clinically important role of the patient experience, the quality of human interaction in delivery of health care, and holistic patient approaches, it is conceivable that payers will recognize and incentivize interventions rooted in whole patient models. Nevertheless, there is an intrinsic reward and deep satisfaction for the practitioner in providing the best possible, evidence-based, patient care.
Techniques and Tools for Pharmacist Coaching and Patient Motivation
As in all problem-solving, awareness of the problem is a key. Pointing out that ignoring stress (particularly chronic stress) might play a role in aggravating physical symptoms or disease states, or complicate adherence to therapy, could be a pivotal insight for a patient and takes minimal time for the pharmacist. For example, to measure the 6 th vital sign of distress, asking the patient to indicate a score on a "distress thermometer" could be a rich "teachable moment." This simple paper and pencil tool asks the patient to circle a number on the thermometer that describes how much distress they have been experiencing in the past week. The second section asks the patient to indicate on a checklist what areas of their life have been a problem during the past week. The patient can complete this at home or in the pharmacy in just a few seconds. (22) This provides an opportune motivational moment to recommend a variety of interventions such as a follow up with their primary care provider and/or recommendations for any of the multiple and widely available self-help books, programs and resources on de-stressing. In addition, there are a number of simple, well-documented and well-researched stress reducing techniques that do not require professional expertise to teach, or to learn, that the pharmacist, in an appropriate setting, can also recommend. For example, some de-stressing techniques include taking two or three deep breaths; actively generating a feeling of appreciation; telling a positive story (narrative reframing); developing a gratitude induction practice (i.e., "counting your blessings") or a reminder to take short mindfulness breaks to figuratively or literally go out and smell the roses. These techniques could prove to be extremely potent medicine for the patient when suggested by the pharmacist in a caring and trusting exchange. (For resources see 8, 12, 13, 14, 15, 22, 23) . In fact, our students are already showing signs of stress as measured in PharmD students HRQOL (Health Related Quality of Life). Third-year PharmD students report relatively high levels of stress and low mental HRQOL. Mental HRQOL scores were significantly below US mean score for individuals aged 20-34 years (p,0.0001). As stress increased, mental HRQOL decreased and a significant negative correlation was found between the 2 measures (p,0.001). In another study of medical, pharmacy, nursing and dentistry students, results showed that a higher than expected percentage of students (27·5%) were currently experiencing psychiatric levels of distress. (25) (26) Perhaps this is a facet of a national trend indicating a "precipitous decline in empathy" among U.S. college students. Since 1980 scores have dropped 34 percent on "perspective taking" (the ability to imagine others' points of view) and 48 percent on "empathic concern" (the tendency to feel and respond to others' emotions). (27) Importantly, studies assessing empathy among pharmacy students operationalize the construct as a) understanding patients' concerns; b) having the capacity to communicate this understanding, and c) having an intention to help. (28) Clearly, these trends in declining empathy represent a reason for concern.
Implications for the Pharmacist Practitioner and Student

Conclusion
It is imperative that patient care evolves to achieve a fundamentally more integrated framework that recognizes the psychosocial responses to chronic stress. The research and growing awareness of psychosocial-linked distress to disease and treatment adherence places this issue front and center within the pharmacists' scope of practice. The urgent call for an expanded approach to patient care provides an opportunity for pharmacists to make a unique and "game changing" contribution to whole patient care. What could be
